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Disclaimer

My comments are an informal communication and
represent my own best judgment. These comments
do not bind or obligate the US FDA



Background

There is a need to enhance vaccine pharmacovigilance
globally

Serious and rare vaccine adverse events call for multi-
country collaborative hospital-based approaches




Multi-country collaborative
hospital-based approach
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Study objectives

Demonstrate the feasibility and utility of global
collaboration in the assessment of vaccine safety,
Including countries both with and without an
established infrastructure for vaccine active safety
survelillance

Assess the risk of Guillain-Barre Syndrome following
PH1N1 vaccination




Global HIN1 consortium

Characteristics of databases included in primary or sensitivity analyses by country.

Country Database Dates of observation Number of cases Case ascertainment Vaccination status ascertainment
Australia Adelaide 9/30/2009-9/30/2010 1 Administrative database, active Vaccine Registry, Self-Report,
prospective surveillance Outpatient Chart Review
MCRI? 9/30/2009-9/30/2010 54 Administrative database, active Vaccine Registry, Self-Report,
prospective surveillance Outpatient Chart Review
Sydney 9/30/2009-9/30/2010 5 Administrative database, active Vaccine Registry, Self-Report,
prospective surveillance Qutpatient Chart Review
Canada Quebec 10/13/2009-3/31/2010 80 Administrative database, active Vaccine registry
prospective surveillance
China Hong Kong 12/21/2009-6/30/2010 20 Hospital log review Outpatient Chart Review,
Self-Report
Shanghai 1/1/2009-7/1/2010 22 Administrative database Outpatient Chart Review
Denmark 11/1/2009-11/1/2010 31 National Patient Register using Vaccine Registry
primary discharge diagnoses
Finland 11/1/2009-11/1/2010 29 Hospital discharge and hospital Vaccine registry
outpatient records, primary
diagnoses
The Netherlands IPCI? 11/1/2009-11/1/2010 80 Identified prospectively through GP"” medical record
neurologists
Completeness verified
retrospectively against claims
codes in each hospital.
Singapore NNI/CGH? 11/5/2009-8/31/2010 6 Administrative Database Outpatient Chart Review,
Self-Report
NNI/TTSH? 11/5/2009-8/31/2010 13 Administrative Database Hospital Medical Records
Spain Almeria 11/1/2009-4/30/2010 8 Administrative Database Outpatient Chart Review
Barcelona 11/1/2009-4/30/2010 14 Administrative Database Outpatient Chart Review
Valencia 11/1/2009-4/30/2010 10 Administrative Database Vaccine Registry
The United Kingdom CPRD? 11/1/2009-11/1/2010 40 Automated GP records GP" records
The United States DoD? 11/1/2009-4/30/2010 6 Administrative Database Vaccine Registry
Electronic Medical Records
Medicare 11/1/2009- 39 Administrative Database Administrative Database
4[/30/2010 Chart Review
PRISM? 10/22/2009-8/7/2010 8 Vaccine Registries and Claims Electronic Medical Claims
Databases
VA? 11/1/2009-4/30/2010 2 Administrative Database Vaccine Registry and
Electronic Medical Records Administrative database
VsD? 8/1/2009-4/30/2010 11 Administrative Database Vaccine Registry and
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Electronic Medical Records

Administrative database.



Global HIN1 consortium

Database inclusion and exclusion in primary and sensitivity analyses by Country.

Criteria for exclusion

Country Database

Excluded databases

France

Israel Maccabi

Mexico Mexico City
Mexican States

Norway

Sweden
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Patient Consent Required ( potential bias)

Brighton Collaboration criteria not provided

Relative incidence found to be an outlier compared to all other study site relative incidence findings
Data were obtained solely from a specialist network ( potential bias)

Data were obtained solely from a specialist network (potential bias)

Patient consent required with potential bias



Analytic Methods

Self-controlled case series methods

Classical SCCS SCRI Pseudo-likelihood approach
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GBS risk following HIN1 vaccination

Pooled analyses

Relative incidence of GBS following pH1N1 vaccination in data pooled across twenty databases from ten countries.

Analysis Risk window(s) Exclusions Brighton Relative Confidence
criteria levels incidence interval

Primary analysis
Standard self-controlled Days 1-42 « Databases (DBs) with vaccinated cases only 1-3 2.42 (1.58,3.72)
case series (SCCS)

Sensitivity analyses

Standard SCCS Days 1-42 « DBs with vaccinated cases only 1-4A 2.83 (1.91,4.19)
Standard SCCS Days 1-42 « DBs with vaccinated cases only 1-2 2.34 (1.48,3.70)
Standard SCCS Days 1-42 » DBs with vaccinated cases only 1-3 2.88 (1.79, 4.65)
o Cases with reported URI or ILI in the 30 days before
diagnosis
Standard SCCS Days 1-42 « DBs with vaccinated cases only 1-3 273 (1.75,4.26)
o Cases with reported GI in the 30 days before diagnosis
Pseudo-likelihood Days 1-42 « DBs with vaccinated cases only 1-3 2.23 (1.42,3.52)
Pseudo-likelihood Days 1-42 « DBs with vaccinated cases only 1-4A 2.59 (1.72,3.90)
Vaccinated cases only Days 1-42 s Unvaccinated cases 1-3 2.37 (1.47,3.85)
« Cases vaccinated after diagnosis
Standard SCCS Days 1-7* « DBs with vaccinated cases Only 1-3 2.61 (1.17,5.84)
8-21° 3.11 (1.77,5.47)
22-42* 1.91 (1.07,3.42)
*Modeled Simultaneously
Vaccinated cases only Days 1-42 + Unvaccinated cases 1-3 1.88 (1.04, 3.41)
adjuvanted « Cases vaccinated after diagnosis
« Non-adjuvanted vaccine recipients
Vaccinated cases only Days 1-42 « Unvaccinated cases 1-3 2.97 (1.13,7.84)
Non-adjuvanted « Cases vaccinated after diagnosis

s Adjuvanted vaccine recipients
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GBS risk following H1IN1 vaccination

Meta-analytic approach

Relative incidence of GBS following pH1N1 vaccination in results from twenty databases in ten countries, pooled using a meta-analytic approach.

Analysis Risk window(s) Exclusions Brighton Relative Confidence
criteria levels incidence interval
Self-controlled case series (SCCS) Days 1-42 ¢ Databases (DBs) with vaccinated cases only 1-3 2.09 (1.28,3.42)
Vaccinated cases only Days 1-42 ¢ Unvaccinated cases excluded 1-3 2.33 (1.50, 3.62)
« Cases vaccinated after diagnosis
Vaccinated cases only adjuvanted Days 1-42 e Unvaccinated cases 1-3 1.65 (0.86,3.19)

« Cases vaccinated after diagnosis
« Non-adjuvanted vaccine recipients
Vaccinated cases only non-adjuvanted Days 1-42 « Unvaccinated cases 1-3 3.10 (1.70,5.65)
« Cases vaccinated after diagnosis
¢ Adjuvanted vaccine recipients
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Conclusions

Multi-country collaborations are feasible

Useful platform to evaluate vaccine safety concerns

Ability to contrast risks between countries/vaccine products

smmd  HYypothesis-generation
e SUppOrt association between GBS and pH1N1 vaccination
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